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RELATED APPLICATIONS 



[0001] This application claims priority, and the benefit of U.S. Serial No. 10/208,480, filed 
July 30, 2002, the disclosure of which is incorporated by reference herein in its entirety. 



[0002] The invention relates to methods for the preparation of a cell culture monolayer, and 
more particularly to methods for the preparation of a tumor cell culture monolayer that 
substantially comprises tumor cells. 



[0003] Prior to approval for medical use in the United States, all pharmaceutical agents are 
subjected to rigorous testing for efficacy and safety. Typically, methods of assessing the 
efficacy of a pharmaceutical agent include complex studies of pooled patient samples or pooled 
data, and statistical interpretation of the results. The conclusions that follow such studies are 
inherently generalized or averaged over the subject patient population. With pharmaceutical 
agents, however, and particularly with cancer chemotherapeutic agents, the efficacy of an agent 
in treating an individual patient can vary greatly from the generalized data, often to the detriment 
of the individual patient The need has long been recognized for a method of assessing the 
therapeutic potential of pharmaceutical agents, including but not limited to chemotherapeutic 
agents, for their specific efficacy in an individual patient 

[0004] Assays exist which expose malignant tissue of various types to pharmaceutically- 
active agents for the purpose of assessing the best choice for therapeutic administration. For 
example, in Kruczynski, A., et al., "Evidence of a direct relationship between the increase in the 
in vitro passage number of human non-small-cell lung cancer primocultures and their 
chemosemtiivity" Anticancer Research, vol. 13, no. 2, pp. 507-513 (1993), chemosensitivity of 
non-small-cell lung cancers was investigated in in vivo grafts, in in vitro primocultures, and in 
commercially available cancer cell lines. The increase in chemosensitivity was documented and 
correlated with morphological changes in the cells in question. Often, animal model malignant 
cells and/or established cell cultures are tested with prospective therapy agents, see for example 
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selecting said chemotherapeutic agent for treating said patient if said 
chemotherapeutic agent effects cellular phenotype of said sample of cells in said 
conducting step and if said cells in said determining step do not comprise a genotypic 
characteristic associated with resistance to said chemotherapeutic agent. 

9. The method of claim 8, wherein said sample of cells in said conducting step comprise 
malignant cells. 

1 0. The method of claim 8, wherein said sample of cells in said conducting step comprise 
abnormal proliferating cells. 

1 1 . The method of claim 8, wherein said cellular phenotype is cell growth rate. 

12. The method of claim 8, wherein said genotypic change is a genetic polymorphism. 

13 The method of claim 8, wherein said determining step comprises sequencing a portion of 
the genome of cells from said patient. 

14. The method of claim 8, wherein said determining step comprises comparing said 
genotype characteristics to a database of genotype characteristics associated with resistance to 
said chemotherapeutic agent. 

15. A method for assessing efficacy of a chemotherapeutic agent on malignant cells in a 
patient, the method comprising: 

exposing malignant cells from a patient to a chemotherapeutic agent; 

conducting an assay to determine whether said chemotherapeutic agent effects 
cellular phenotype of said malignant cells from said patient; 

determining whether a sample of cells from said patient comprise a genotypic 
characteristic associated with resistance to said chemotherapeutic agent; and 

assessing efficacy of said chemotherapeutic agent on said malignant cells from 
said patient based upon results of said conducting and detecting steps. 
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16. The method of claim 1 5, further comprising: 

selecting said chemotherapeutic agent for treating said patient if said 
chemotherapeutic agent effects cellular phenotype of said malignant cells in said 
conducting step and if said cells in said determining step do not comprise a genotypic 
characteristic associated with resistance to said chemotherapeutic agent. 

1 7. The method of claim 1 5, wherein said malignant cells are obtained from a tumor 
specimen from said patient. 

1 8. The method of claim IS, wherein said cells in said determining step are obtained from a 
blood sample from said patient. 

1 9. The method of claim 1 5, wherein said cells in said determining step are obtained from a 
buccal smear from said patient. 

20. The method of claim 15, wherein said cellular phenotype is cell growth rate. 

21. The method of claim 15, wherein said genotypic change is a genetic polymorphism. 

22. The method of claim 15, wherein said determining step comprises sequencing a portion 
of the genome of cells from said patient. 

23. The method of claim 15, wherein said determining step comprises comparing said 
genotype characteristics to a database of genotype characteristics associated with resistance to 
said chemotherapeutic agent. 
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